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Digging for psoriasis gold
Although psoriasis is known to be a multifactorial disease 
caused by the interplay between genetics and the environment, 
the genetic determinants of this common chronic inflamma-
tory disease have not been completely identified. Consistently, 
studies have implicated the HLA region (PSORS1), which con-
tains the major histocompatibility complex (MHC), in psoriasis. 
Recently, three separate groups reported the identification of 
novel psoriasis susceptibility loci. Vasilopoulos and colleagues 
examined cystatin A haplotypes in patient cohorts and revealed 
evidence for an interaction between this locus (PSORS5) and 
PSORS1. Following a genome-wide association scan in which 
408,000 single-nucleotide polymorphisms were analyzed, 
Capon and colleagues identified ZNF313/RNF114 on chro-
mosome 20q13 as a novel psoriasis susceptibility gene. This 
gene encodes a C3HC5 RING domain protein involved in 
ubiquitin-mediated pathways. Liu and colleagues employed a 
genome-wide association study of psoriasis and psoriatic arthri-
tis to reaffirm the involvement of MHC, IL12B, and IL23R as 
well as to discover new disease loci, including COG6, a region 
on chromosome 15q21 that contains USP8 and SPPL2A, and 
chromosome 4q27, which has previously been associated with 
autoimmune diseases. Thus, although the complete etiology 
of psoriasis continues to confound researchers, great strides 
are being made in uncovering genetic factors responsible for 
this complex disease. (Eur J Hum Genet, published online 26 
March 2008; doi:10.1038/ejhg.2008.40; Hum Mol Genet doi:
10.1093/hmg/ddn091, 2008; PLos Genet 4:e1000041, 2008)
MicroRNA defines differentiation 
boundary
The basal layer of the epidermis is home to stem cells with 
renewal capabilities, and terminal differentiation occurs as 
these basal cells become suprabasal. The molecular switch 
between proliferation and differentiation in these layers is not 
clear. Yi and colleagues recently demonstrated that a microRNA 
(miR-203) was upregulated upon stratification and differentia-
tion. In transgenic mice, miR-203 impaired basal cell prolifera-
tion via a direct translational repression of p63. Interestingly, 
the expression and function of miR-203 appear to be conserved 
across vertebrates with a stratified epidermis. Thus, miR-203 
acts as a switch to facilitate differentiation in suprabasal cells 
and stifle proliferation in basal cells during epidermal develop-
ment in vertebrates. (Nature 452:225–9, 2008)
The ups and downs of eczema
Copious research has chronicled an increase in the prevalence 
of eczema over the past 30 to 40 years. To further explore this 
finding, Williams and colleagues analyzed a large, comprehen-
sive dataset obtained from the International Study of Asthma 
and Allergies in Childhood, which examined eczema and aller-
gic diseases in 13- to 14-year-olds in 105 centers from 55 coun-
tries and in 6- to 7-year-olds in 64 centers from 35 countries. In 
general, eczema prevalence appears to be leveling off in some 
countries that previously had high rates of disease, such as the 
United Kingdom and New Zealand. In many developing coun-
tries, however, the prevalence of eczema appears to be rising, 
especially in the younger age group. Together, these results 
suggest that environmental factors are crucial in the develop-
ment of eczema as exposure to soaps increases and hygiene 
improves in developing urban areas and as treatment is maxi-
mized in older children suffering from symptoms. (J Allergy Clin 
Immunol 121:947–54, 2008)
Woolly hair set straight
To unearth the gene responsible for autosomal recessive woolly 
hair, a trait that is not accompanied by any systemic manifes-
tations, Shimomura and colleagues performed a genome-wide 
genetic linkage scan on Pakistani families exhibiting this hair 
texture. Further examination of the region of excess homozy-
gosity on chromosome 13q14.2–14.3 revealed five different 
mutations in P2RY5 in the affected individuals. P2RY5, which 
is located within the largest intron of the RB1 gene, encodes 
a G-protein-coupled receptor (GPCR). Expression studies and 
examination of the affected hair follicle suggest that these 
mutations likely disrupt the inner root sheath structure in the 
lower hair follicle. Not only did these results identify a GPCR 
that may be pharmaceutically targeted for hair phenotypes, but 
the data also furthered our understanding of the determination 
of hair texture in humans. (Nat Genet 40:335–9, 2008)
Polyomavirus integration in human 
cancer
Polyomaviruses have long been suspected as etiologic agents in 
cancers despite a lack of evidence in humans. Because Merkel 
cell carcinoma (MCC) frequently occurs in older and immuno-
suppressed individuals, an infectious origin was hypothesized. 
Using digital transcriptome subtraction, a high-throughput 
cDNA sequencing method, to identify foreign transcripts in 
MCC samples, Feng and colleagues identified a novel human 
polyomavirus (MCV) in these rare neuroectodermal tumors. 
Eight of 10 MCC tumors were positive for MCV sequences, 
and MCV viral integration was detected at various genomic 
sites. This polyomavirus may cause these tumors via insertion-
al mutagenesis, T-antigen expression, or other mechanisms. 
Furthermore, the identification of this novel polyomavirus in the 
MCC samples supports the use of this high-throughput assay for 
the discovery of unknown human tumor viruses in other types 
of cancer. (Science 319:1096–100, 2008)
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